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A System and Method for III £h Throughput Processing of Droplet! 

Technical, gldd, end paetarouttdArt 

5 The present invention pertains to * system and method for dispensing. 

transporting, tracking, and analyzing a massive number of droplets of nqmd, where the 
analyzing may include mass spectrometry and optical ratcrrognrion. such as fluorescence 
spectrometry, Raman spectroscopy, and UV absorption, and for performing 
nuexochemical operations on these droplets, the operations including mixing, dilution. 

10 concentration, heating, cooling, and filtering. 

Chemistry on the micro-scale, involving (he reaction and subsequent analysis of 
quanriticj of reagents or analyses of order microliters or smaller, is an increasingly 
important aspect of the development of new substances in the pharmaceutical and other . 
industries (e.g.. synthesis and analysis of new conductive polymers, phosphors, 

IS superconductors, etc.). Such reaction and analysis must occctnroodnie vast libraries of 
compoirnds to be reacted and analyzed under various conditions. 

Significant problems associated with current technologies dealing with chemical 
analysis of vast numbers of compounds (potentially on the order of hundreds of 
thousands or millions per day) include the problem of tracking end Identifying each 

20 droplet as U moves through a high throughput processing system. Furthermore, the 
surface upon which the droplets are dispensed is typically unsuitable or not optimized 
for high throughput processing of droplets. These surface properties, include, but are 
not limited, to cleanliness, biocompaii biliry. surface energy, binding affinity, porosity, 
chemical interaction, chemical addition, sample information encoding, and tracking. 

25 Additionally, the processing of the droplets may necessitate tnuisporting droplets 
through a controlled environment for large periods of rime. 

Sgaacsg ajJeaalfaffl 

In a cco rd a nce with one embodiment of the invention, a method and system are 
30 provided for high thj^oughput processing of a plurality of droplets. Trie method includes 
dispensing the plurality of droplets onto u substantially unperformed surface. The 
surface is moved tluougb » delay Hoc such that each droplet hangs from the surface for 
al least a period of time, the droplet adhering to (he surface by virtue, at least in part, of 
surf ore attraction 
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Id further related embodiments, die step of dispensing each droplet includes 
limiting each droplet to • specified volume smaller than one microliter. Ench droplet 
may be dispensed onto the surface while the surface is raovrng. Motion of the surface 
may be delayed through a delay line. Delaying the motion may include moving the 
5 surface via a pulley sysmm, or moving the surface amend * drum. Delaying the motion 
may include hanging each droplet beneath the surface, exposing each droplet to » 
controlled environment, and analyzing a characteristic of each droplet. 

Eh accordance with another embodiment of the invention, a method and system 
for high throughput processing of a plurality of droplets includes dispensing each 
jo droplet onto a moving surface end n-oeking each droplets position. Tbe moving surface 
may move continuously or in a discontinuous start/stop action. One or more microliter 
plates may be provided u> a microti ter piste handling system. Data is provided that 
identifies each microliter plates position to the microti trr plate handling system. The 
microliter plate handling system Is then commanded to retrieve a particular microti ta- 
li plate, the particular plate presented by the microliter plate handling system for 

dispensing. Each droplets position maybe measured and recorded an the moving 
surface using a position sensor, such that each droplet is associated with a fiducial 
position on tbe moving surface. The position sensor may be a rotary encoder. Each 
droplets position on the moving surface may be measured and recorded at substantially 
20 the same time each droplet it dispensed onto the moving surface. Each droplets 

position may be saved in random -access m em ory. Each droplet may be detected using a 
drop sensor, the drop sensor at a known position relative to the position sensor. The 
known position is then verified with each droplets position based on tbe fiducial 
position and position information obtained from the position sensor m each droplets 
25 time of demotion. The drop sensor may be located at an interface to an analyzer, 

substrate station, or a reaexsnt station. A failure may bo recorded if the known position 
does oat correspond to ench drop Sets position based on the fiducial position and position 
information obtained from the position sensor at time of detection. A particular droplcr 
may be dispensed onto the moving surface with known analytical p r o p erti es. The 
30 particular droplets position and identity can then be verified by analyzing the particular 
droplet at a known position relative to the fiducial position so as to obtain analyzed 
properties; comparing the particular droplets analyzed properties with the particular 
droplets known analytical properties; and comparing the known position against the 
particular droplets position as derived from the position sensor. 
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la Additional related embodiments, each droplet may be subjected to a controlled 
environment, which may include hanging the droplet from the moving surface for at 
least a specified minimum period of time the droplet adhering to the moving surface 
through, at least in part, surface attraction. Each droplet may be transported, via the 

5 moving surface, through an environmentally controlled delay brie. 

In other related embodiments, at least one operation may be performed on each 
droplet from the group of operations consisting of mixing, diluting, concentrating, 
filtering, and analyzing. Analyzing may include performing at least one operation from 
the group .of operations consisting of optical interrogation and mass sp ectro m etry. 

JO Optica) interrogation may include at least one of fluorescence spectrometry. Raman 
spectroscopy and UV absorption- Analyzing the content of each droplet may Include 
aspirating each droplet into a dispensing ami and presenting each droplet for analysis via 
the dispensing unit. Each droplet may be presented to a mass spectrometer and a 
characteristic of each droplet determined by means of mass spectrometry. Analyzing a 

15 characteristic of each droplet may include hearing each droplet, or applying a pneumatic 
or explosive force to each droplet so as to form an atomized spray and determining a 
cbnracteristic each droplet by means of mass spectrometry. Each droplet may be 
vibrated so as to cause atornization. whereupon a characteristic of each droplet can be 
determined by means of mass sp e ctrom etry. Vibrating the droplet may include focusing 

20 a pulsed laser onto the surface or backside of the surface in a proximity of each droplet, 
utilizing acoustic waves, or mechanically vibrating (he surface. A voltage to (he surface 
onto which each droplet is deposited may be applied to assist in the formation of 
atomized spray. 

In further related embodiments, the moving surface may be a conveyor belt, 
25 fiber, or timing beh. The moving surface may be onperf orated. A laminate may be 

Applied to the moving surface prior to dispensing each droplet onto the moving surface. 

In various embodiments, the laminate is spooled onto (he moving surface, wh ere u p on at 

least one operation may be performed on each droplet. The laminate may then be 

spooled off of the moving surface. At least one surface property of the laminate may be 
30 customized from the group of surface properties consisting of cleanliness. 

biocompuubiliry, surface energy, binding affinity, porosity, chemical interaction. 

chemical addition, sample information encoding, and Ducking. Each droplet may have a 

specified volume smaller than one microliter. 
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In another embodimmi of the invention, a method and lyncra of high throughput 
processing of l plurality of droplets inchidcs hanging each droplet from a dispenser. 
Each droplet U brought inio momcnury contact with a moving surface having a probe, 
such that each droplet is deposited onto tbo probe through surface attraction. An 

5 alternating current is applied to Ihe probe so os to cansc the probe to vibrate such that 
each droplet is atomized and o characteritftc of each droplet analyzed. 

In yet another embodiment of the invention, a method and system of high 
throughput processing of a plurality of droplets includes dispensing each droplet into as 
enclosed volume, the enclosed volume having aa ex}) channel, the enclosed volume 

10 incorporated into a moving conveyer. Each droplet is heated in the enclosed volume 
such that the expansion of the droplet cause* h to be ejected through the exit channel in 
the form of an atomized spray. The characteristics of the atomized spray are then 
analyzed by means of mass spectrometry. 

In another embodiment of the invention, a method and system for high 

IS throughput screening of a plurality of droplets includes spooling a laminate onto a 

moving surface. Each droplet is dispensed onto the laminate. Ai least one operation is 
performed on each droplet from the group of operations consisting of mixing, diluting, 
concentration, hearing, cooling, humidifying, filtering, and analyzing. The laminate 
may then be spooled off (he moving surface. 

20 In related embodiments, the step of spooling may include depositing (be laminate 

onto a conveyor belt. The method and system may further include cleaning the laminate 
and repeating the steps of spooling tbo lnmrnate onto the moving surface, dispensing, 
performing on each droplet al least one operation, and spooling Ihe laminate off the 
moving surface. The laminate may be disposed of after use. Ai least one surface 

25 property of the laminate may be customized from the group of surface pr operti es 

consisting of cleanliness, bd compatibility, surface energy, binding affinity, porosity, 
chemical interaction, chemical addition, sample information encoding, and tracking. 
The laminate may be magnetic and the droplet may include magnetized particles. Each 
droplet may be to a controlled environment At lean one droplet in the controlled 

30 environment may hang from the laminate for at least a specified minimum period of 
time, the droplet adhering to the laminate through, at least in part, surface tension. Each 
droplet on the laminate may be transported, by virtue of modem of the movable surface, 
through an environmentally controlled delay line prior to performing the at least one 
operation on each droplet. The moving surface may be a timing belt. The moving 
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surface may move contuiootnfy or in a discontinuous i tan/stop action. The laminate 
surface may he rurperfonded, Analyzing may inemde performing at least one opcrmioo 
from ihe group of operations consisting of optical interjogaooo and mass spectrometry. 
Optica] interrogation may include applying at least one of fluorescence spectrometry. 
5 Raman spectroscopy and UV absorption. Analyzing may also includes hanging ciich 
droplet from the laminate for at least some period of time, the droplet adhering to the 
laminate through, at least in part, surface tension. Each droplet may be tracked on the 
moving surface. 

In yet anot her embodiment of the invention, a method and system for high 
10 throughput processing of a plurality of droplets includes dispensing a plurality of 

droplets onto a substantially on perforated surface. The surface is then moved through a 
delay Hne such thai each droplet hangs Cram the surface for at least a period of lime, 
wbcreio the force acting to counter gravity is predominantly nan-shearing. 

15 Brief Description pf the I>rawtngw 

The invention will bo more readily understood by reference to the following 
description, taken with (be accompanying drawings, in which: 

Fig. 1 is a schematic of a high throughput screening system according to one 
embodiment of the present invention; 
30 Fig. 2 is a schematic of Q wound tape with through holes in accordance with one 

embodiment of Ihe present invention; 

Fig. 3 is a schematic of a system for dispensing droplets on a tape with through 
holes in accordance -with one embodiment of the present invention; 

Fig. 4 is a schematic of a system for transferring fluid from a pin array to (1 trough 
25 holes on a wound tape in accordance with one embodiment of the present invention; 

Fig. 5 is a schematic of a front view of a syringe bank in accordance with one 
embodiment of the present invention; 

Fig. 6 is a schematic of a side view of a syringe bank in accordance with one 
embodiment of the present invention; 
30 Fig. 7 rs a schematic of a (op view of a syringe bank in accordance with one 

embodiment of the present invention; 

Fig. 8 is a schematic showing a humtdiiication scheme for droplets on a moving 
surface in accordance with one embodiment of the present invention; 
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Fig, 9 it t schematic of o valve assemble that removes the sample Id be 
interrogated from the moving surface by aspiration in accordance with one embodiment 
of the present invention; 

Rg. 10 is o schematic or the valve assembly of fig. 10 when the sample ia being 
S aspirated in accordance with one embodiment of the present invention; 

Pig. 11 is a schematic of the valve aucnHy of fig. 10 when the sample is being 
presented for mass spectrometry in accordance with one embodiment of the present 
invention; 

Fig. 12 b a schematic of a p i e zoelectric unit assembly that removes the sample 
10 to be interxogatod from the moving surface by aspiration in accordance with one 
embodiment of the present invention; 

Fig. 13 is a schematic of a piezo-olectric unit assembly dispensing a sample in a 
stream of very small droplets towards the inlet of a mass spectro m e te r in accordance 
with one embodiment of the present invention; 
1 5 Fig. 14 is a schematic of a piezo-eleclric unit assembly dispensing a sample in 

the farm of a stream of micro-droplets to a surface proximal to the inlet surface of a 
mass spectrometer in accordance with one embodiment of the present invention; 

Fig. 15 is a schematic of a piezo-electnc unit assembly dispensing a sample in 
the form of a high speed stream of micro-droplets at the point of a sharp pin or needle 
30 towards the ink: of u mass spectrometer rn accordance with one embodiment of the 
present invention; 

Fig 16 is a schematic of a piezo-etectnc unit assembly dispensing a sample in 
the form of a high speed stream of micro-droplets at a fine mesh towards the huet of a 
mass spectrometer in tccordonce with one embodiment of (he pr es en t invention; 

25 Fig. 17 is a schematic of a piczo-electric assembly dispensing a sample ia the 

form of a high speed stream of miczo-droplets at a hole in a parabolic mirror towards the 
inlet of a moss spectrometer, the stream being coUtncar with a light beam from a laser, 
in accordance with one embodiment of the present invention; 

Fig. 18 is a schematic of a system for rapidly heating samples on o moving 

30 surface *o as to cause attnmzaHon in aixordance with one cmboftimcni of the present 
invention; 

Kg. 19 is a schematic of a system for forcibly ejecting a sample from a moving 
surface hi accordance with one embodiment of the present invention; 
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Fig. 20 is a schematic of a system for rapidly vibrating samples oo a moving 
surface so as to cause ntornizalion in accordance with one embodiment of the pr ese nt 
invention; 

Fig, 21 is a schematic of a system fox rapidly vibrating samples on a moving 
surface so as to cause atusnixation using a vibrating probe, in accordance with one 
embodiment of the invention; 

Fig 22 is s block diagram of a high throughput processing rystem architecture hi 
accordance with one embodimcoi of the invention; and 

Fig 23 is a flowchart for tracking a droplet to accordance with one embodiment 
of the invention. 



Detailed Description of Specific Embodiments 
Various methods nod systems for the high throughput processing of a plurality of 
droplets are presented. A droplet may be referred to herein and in the appended claims 

IS as ft "microdroplct* or a "sample," and may include droplets containing living cells, such 
as yeast cells, for example, and may, more particularly, include droplets carrying a 
single living cell per droplet. 

Mg. 1 is a schematic of a high throughput processing system & according to one 
embodiment of the invention. The system includes a moving surface 1, a c o mpo und 

20 reform alter 2. a reagent Afkiioon station 3, an environmental delay chnnahrr 4, computer 
control 9, and at least one analyzer, such as a mass spectrometer 5, for example. Bach of 
these elements ra the system will now be covered in detail. 
The Moving Surface 

As shown in Fig. 1, moving surface 1 connects various components of the high 

25 throughput screening system 8 together. Moving surface 1 may be a belt, tape, 

conveyor, or web, which, while used interchangeably throughout this document, may 
advantageously be chosen for particular applications. While the moving surface 1 may 
simply act as a transport mechanism, in preferred embodiments of the invention, the 
moving surface 1 also plays an active part in the assay physics or chemistry, such as 

30 binding, separation, or nitration. The moving surface 1 may be a simple one-layer film 
that is driven by friction, or it can be a multilayer co mp o s ite with a surface specifically 
designed for a specified assay to be performed. Additionally, moving surface 1 can tale 
the form of a fiber. In a preferred embodiment of the invention, moving surface ] is 
simitar to a timing belt with teeth for engagement by a sprocket such that accurate and 
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robust positioning of the bolt is facilitate*! Moving surface 1 may move continuously, 
or with a discontinuous start/stop action. 

While moving surface 1 may be erf food length, being, unwound from an unwind 
station as required, and with splices employed when more length is required, moving 
5 surface 1 may also be joined end to end, as shewn in Fig. 1. In mis manner, splices are 
not required when additional length is needed, and uniform tr-nsiooAng is facilitated. 

In order to provide a surface thai is optimized for the assay in question, in 
various embodiments of the invention moving surface 1 is designed such that the cop 
surface is physically, chemically, or biologically active. Alternatively, toe surface can 
10 be prepared online, such bs by corona treatment. 

m a preferred embodiment of the invention, a laminate 6, which may be a Cape, is 
jqiphed to the moving surface 1 . L m m nfurt 6 may be permanently banded to moving 
surface 1. Alternatively, laminate 6 may bo attached te mpora rily to the roovtng surface 
1 for removal at a later time. In a preferred embodiment, as shown in Kg. 1. a tape 6 is 
15 spooled to the top surface of a moving belt 1 , and removed end revroend nfter analysis is 
compters ra this manner, a new assay surface can be applied and removed after use. 
After removal, the laminate may cither be cleaned and reused, or disposed of. This may 
be advantageous for several reasons, including, but not limited to, allowing the top 
surface of moving surface 1 to be easily and quickly customized for each assay 
20 pe rf or m ed. To remove any static charge build up on the moving surface during me 

laminatioo process, which may cause droplets dispensed from a syringe bank 2 to jump 
instead of being dispensing in a desired pattern, an antistatic gun or ionizer may be used. 
One such ionizer ionizes the air using alpha particles, for example. In preferred 
embodiments of the invention, the ionizer is placed in proximity to the belt after the 
25 lamination and before the dispensing stations. 

Laminate 6 can be cus t om ized for numerous surface properties (as can the 
moving surface 1 if no laminate ii applied). These properties include, but are not 
limited to, deanlincs*, biocompatibility, surface energy, binding affinity, separati on, 
porosity, chemical addition and interaction, cample infurmaUon encoding and tracking. 
30 and the addition of surface features, 
CttardiiiMss and Biocompatabilijy 

Surface cleanliness and bioconmatibiliry are critical for assay quality. 
] «mfir*r>. 6 may include a biocompatible surface such as, but not limited to. Teflon, 
polypropylene, or polyethylene, furthermore, Che surface of laminate 6 can be such that 
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ft is easily washable after application. This is import aw if ft© active face of laminate 6 
it contaminated as received or if it is to be recycled through the assay system. 
Surface Energy 

fa) a c c ord a nce with various embodiments of the invention, the surface of 
5 laminate 6 is chosen to have a low surface ene rg y to localize the aqueous sample drops 
and mini mire spreading, or a high surface energy to maximize spreading and contact 
with the tape. "Surface energy," in this context, refers to wettability. 
Additionally, the surface of laminate 6 may have a uniform surface energy, or a pattern 
of surface energies such as hydrophilic spots on a hydrophobic background that serves 
10 to promote drop adhesion as well as minimize drop migration. This partem can be pre- 
existing on (he surface of the laminate 6, or applied to the surface mime, such as by 
lamination or by localized corona discharge devices. Applying the pattern inline 
obviates the need for pre-registering the laminate 6 with the drop placement, a* the 
surface energy pattern is applied in a patrero registered witb the drop dispensing. 
IS Binding 

The surface of the laminate 6 may be prepared, either rmifonnly or spatially 
distributed, with a surface that binds, selectively or non-selcctivcly. to molecules in the 
assay sample In this manner, heterogeneous processes such as washing or Fluorescence 
In -Situ Hybridization (FISH) can be performed. For example, washing can be 
20 accomplished by passing the lammale 6 through awash bath and removing the unbound 
components of the droplet. Sample costings thai can be used mid that are known in the 
art include streptavtdm and biorin, 
SepanaioH 

In various embodiments of the invention, laminate 6 is magnetic, either by being 
25 magnetic material or by passing over a magnet, to allow the use of magnetic bio* 
separation beads or other devices. The beads can be added to the droplet to bind 
molecules of interest, which then attach to the laminate through magnetic interaction. 
The droplet can then be washed, in a bath or otherwise, with the beads and molecules of 
interest still fastened to their original location on laminate 6. The use of a flexible 
30 magnetic strip may be advantageously used as a magnetic surface for laminate 6. The 
strip is made up of tiny individual magnets dispersed in a polymeric binder. This 
provides magnetic flux gradients that capture the beads In place, whereas a umformly 
magnetized surface would capture the beads but allow them to migrate on the surface 
across the uniform magnetic field. The flexible magnetic strip may be permanently 
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magnetized, such as iho "Wrigcrator nv^nd" type strip, or be temporarily magnetized, 
such u high quality met*] particle recording media. The flexible magnetic strip also has 
the advantage that sample information can be written next to rhe sample droplet on the 
tape for later identification or to facilitate analysis. 
Porosity 

In another embodiment of the invention, cither the entire surface, or part of 
laminate 6 is made porous. This increases the contact area of the droplet with the 
derivatoed surface, so as to minimize the exposure the droplet has with (he atmosp h ere, 
or for filtration. The pores can be through the depth of the tape, or only a fraction 
thereof. The poxes can be isotropic or anisotropic. In one embodiment of the invention, 
the pores of laminate 6 are oriented perpendicular to (be surface and travel only a 
fraction of (he film thickness. The allows sample penetration beneath the surface while 
nurrimizmg sample spreading. 
Chemical Addition 

In accordance with one embodiment of the invention, the surface of the laminate 
6 can be p repar ed uniformly or in a spatially patterned manner with one or more 
chemicals designed to participate either chemically or physically in the assay. 

Tor example, laminate 6 can be coated with a surfactant such that upon addition 
of the sample, the surfactant diffuses to the surface of the sample drop to help retard 
evaporation. Suitable materials for this example include, but are not limited to, fatty 
acids and ratty alcohols such as dodccanoL 

Other examples include, but are not limited to, coating laminate 6 with a MALDI 
matrix to enable the ionization of the sample components or their reaction products, or 
coating laminate 6 with Ion-exchange resin or with affinity -labeled sepharose beads. 
Surface Features 

The surface of the laminate 6 may in co rporate surface features such as cups or 
indentations, tube holders, holes, and funnels. Another laminate 6 may also be applied 
to the surface, in particular, a surface with cups, to act as a lid to prevent sample 
contamination and provide environmental control. 

An efficient high throughput screening system 8 requires physical operations to 
be performed both in a serial (time sequential) and parallel manner. As is known in the 
art. ft two-dimensional array of through holes can be rapidly loaded in parallel by 
dipping the array into a bulk solution. Additionally, reactions can be initiated in parallel 
by sleeking two co-registered through-hole arrays one on top of rhe other. However, the 
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loading and removal of fluid* from different through holes in the array is fundamentally 
a Sena! jrocess, end the time required to acce lerate and de- accelerate a through bole 
array relative to a dispensing or aspirating tube requires aa undue amount of time. 
Accordingly, moving surface I may advantageously take the form of o rwo-dirnensional 

3 amy when wound, and a ooe~dunens)anal array when unwound. Fluids can then be 
disponed or removed from the one>dunensional array in a time-sequential (serial} 
manner, and when de sir ed, the one -dimension array can be reconfigured inio a two 
dimensional army for storage or to conduct parallel operations, such as dip loading, 
mixing, and optical-bated read-out. Additional serial operations, include, but are not 

to limited to. interfacing to an inheready serin! oonlyter (eg mass sp ec trom e te r ) or 
interfacing to a compound Library stored in microti ter plates. 

In accordan ce with one emhodiment of the invention, moving surface 1 and/or 
laminate 6 (hereinafter laminate shall be used for this embodiment) can be wound, as a 
spiral for example, and unwound, acting as an improved microliter plate. Laminate 6 

is may be, but is not limited to. a tape, fiber, or bell. The laminate 31 Includes through 
holes 33 perpendicular to its width, which serve as containers to hold sub-cucrohter 
volumes of fluid, as shown in Rg. 2. Through holes 33 may be machined into the 
surface, (for example formed from the surface geometry itself, or capillary tubes may be 
attached at intervals along the length of the surface, Through hole container* 33 are 

70 preferably at equally spaced Intervals along the length of the surface. Laminate 3 J may 
be wound such thai the throngs holes 33 are perpendicular to the plane of the tape and 
the through-holes 33 form a known geometric pattern. In a preferred embodiment the 
through-hole 33 center-to-ccnter spacing is an integral multiple of the well-to-wcll 
spacing in a 96-. 384- or 1536-well microliter plate Compounds stored as fluids in a 

25 lutcrohter plate toe transferred into through-holes 33 by a bank of syringes having a 
center-to-center spacing an integral multiple of the well spacing in the plate. As shown 
in Fig. 3, the laminate 41 is unwound and passed beneath the syringe dispensing head 
42. whereupon known amounts of fluid are dispensed mlo each through -hole 43 and 
laminate 4 1 is advanced. With two syrin go banks and simple automation, fluids enn be 

30 transferred and loaded into laminate 41 through hoses 43 at a rate exceeding one 

compound per second. Instead of syringes, pins or qoiUs may also be used for the fluid 
transfer. After fluid loading, laminate 41 may be spooled in a temperature and 
humidi ty-contrnlkd chamber to minimize evaporation of the loaded fluids. The high 
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aspect ratio of through-holes 43 serves to slow fluid lost from evaporation because of 
the small turf ace area-to-volume ratio. 

As shown in Rg. 4, once a compound library is loaded, o two-dimensional array 
of puis 51 hiving the same rwo-cfcmensioTia) geometry and center-to-cemer spacing of 
5 the through-hold 52 may be dip loaded with reagent, co-regtsiered with respect to the 
laminate through -bole amy S3 and brought into proximity of through-holes 52 such thai 
fluids ate transferred from the pins to through-hole 52. In this manner, reagents are 
loaded rod reactions initialed simultaneously in a massively parallel manner. Cells may 
also be placed in the through holes and ccG -based assays performed. The laminate 
to mroogh-hole array 53 may be placed in a temperature and harnidiry-contxolled 
env ir on ment for a prescribed length of rime after which a stop reagent is added to 
through-holes 52 in n manner similar to the addition of the reaction reagents. The 
laminate through-hole array 53 is unwound and the reaction products in each through - 
hole 52 are sampled and analysed, for example, by being injected sequentially into a 
15 mass spec tr ometer for analysis. Additionally, if the assay read-out is optical -based then 
each through-hole 52 is optically analyzed in parallel (5 imaged) and then read-ool 
sequentially with the mass spectromet e r. 
The Compound Rcformattcr 

In accordance with one embodiment of the invention, the library compounds u> 
20 he screened are reformatted from the plates to the surface of the moving surface by a 
compound rcformattcr 2, es shown ra Fig. 1. Rcformattcr 2 may include a robotic arm 
thai selects a plate from a storage system and places h within access of the moving 
surface 1 in a defined location. A micrcsyringe or a bank of rmcrosyringes on a xyz 
stage transfers a sample compound from a well to the surface of the tape 6. In addition 
23 to micros yrioges. piezo or bubble jet heads, quills or pins may be used to transfer 

samples to the tape. Repealing mis operation results in an array of drops on the moving 
tape 6. Because the rale of movement of the tape 6 and/or its position is accurately 
known, the position and idOntiftcatioo of the drop is known, and subsequent reagent 
additions and analysis can be performed on specific drops later m the high throughput 
30 process. The drops are spatially isolated from each other on the tape so that no cross 
contamination can occur. Preferably, the drops are one microliter or less to minimize 
compound usage and so that surface tension forces exceed gravitational forces and the 
drops stick to the tape 6 regardless of its orientation. 
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tn a preferred embodiment of the invention, a bank of micros yringes is used 
instead of one mtcrosyringc. For example, 8 or 12 micros yringes hi a tow with 9mm 
tip-to-tip spacing in a bank can bo mod to facilitate transfer frost commeraa) 96 and 
384-wcJ) mtcrotiter plates. A multipipettor ap proa ch may be odvaniageoosiy utilized 

5 because it creates time between dispentings that can be used far wishing the pipettes 
and transport) &g the nncrotiter pint fa. 

Hga. 5, 6, and 7 show a front view, side view, and top view, respectively, of a 
syringe bank system 61 in accordance with one embodiment of the invention. A flexible 
coupling 62 or linkage transmits torque to the plunger drive gear 63. allowing the 

io torque source, which may be a stepper or servo motor, to be rcroote)y mounted. This 
greatly reduces the mass of die syringe bunk assembly 64 when co m pared to a design 
that incorporates the motor on-board. Consequently, the overall assembly has little 
inertia relative to current designs and therefore requires less power to accelerate when 
attached to a positioning system. Greater accelerations can also be achieved for s given 

15 amount of applied force. 

In various embodiments of the invention, a rack and pinion gearing 63 system is 
used to transform the rotary motion supplied to the syringe assembly 64 by the motor 
and coupling into & linear mod on, which would then drive the syringe clangers in and 
out To combat backlash error a pah* of rocks attached to the plunger assembly 65 rosy 

20 be used. By mounting the rack gear pieces 66 slightly translated in the direction of their 
length with respect to each other backlash between tbo drive pinion 63 and plunger rack 
66 may be 'taken op* or assembly tunc. 

An alternative gearing scheme could be incorporated such as a worm gear 
driving a threaded rod. The plunger bar 65 would be driven by either threading the rod 

23 through a part of the plunger assembly or rigidly attaching the threaded rod to the 

plunger assembly 65 and threading the rod through me center of the worm gear. Either 
scheme requires mechanically constxarning the plunger assembly to vertical translations. 
A worm gear configuration allows for a higher over all gear ratio to be achieved 
between the drive system 63 and the plunger assembly 64. It also has the virtue of being 

90 un-back drivahle, that is. the plunger assembly 64 would be self-locking and no torque 
would be r eq uir ed to hold the plunger assembly 64 in place. 

m other embodiments of the invention, a rotary encoder 68 that is conboQed 
externally 67 is attached to the drive gear axis 63 that drives the plunger assembly 64. 
By using rotary encoder 68. precise metering of the fluid can be achieved as it dispensed 
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from the syringes. Additionally. ■ connector bar 69 may be used to position (be ryxrnge 

bank system 61, as shown m fig. 6. 

The syringe bank component is modularized such that one may choose various 

methods of translating the syringe bank from the microliter plates to the laminate. One 
5 poudble configuration would bo a 2 -ax is gantry that allows precise positioning in a 

plane. Additionally, in various embodiments of (he invention, two syringe hanks on a 

gantry could be utilized such thai one bank could be collecting samples from a plate and 

dispensing while the other bank is being washed. 

Rengeal Addition Station^) 
10 In accordance with one embodiment of the invention, one or more reagent 

addition stations 3. as shown in fig. 1, can be placed anywhere aloog the moving surface 

1, but are typically placed downline of the Compound Reformatter 2. Reagents may 

consist of buffers, reactam. substrate*, beads, solids, slurries or gels. The reagents may 

be dispensed in drops by coordinating the liming of the dispensing with control of the 
is moving surface 1 such that they are added to the same positions as other drops, thus 

causing reagents to mix and form a single larger drop. Mixing occurs while each drop- 

holding domain remains spatially isolated from one another, each drop being & separate 

assay reaction. Reagent addition statiocls) 3 may consist of a single micros yringc.. an 

array of microsyringes as described above, or « piexo dispensing bead that has a 
20 reservoir of reagent. 

In various embodiments of the invention, a solid-phase synthesis is performed on 

laminate 6. Analysis of desired properties can then be performed immediately, or 

laminate 6 may be rolled ap and stored as a spool or cassette. Typically, to perform 

solid phase synthesis, a linker molecule is strongly attached to a solid support and 
25 presenti a potentially reactive species to a reagent containing liquid that Is contacted 

with the solid support. The linker may be attached directly to laminate 6, to pores in 

laminate 6, ox to particles or gels attached to laminate 6. As laminate 6 advances past 

various dispensing stations, reagents may be added Co accomplish chemical synthesis. If 

each station is capable of dispensing more than one type of reagent, a combinatorial 
30 synthesis may be accomplished. Such a combinatorial synthesis would be under control 

of a computer 9 that would create the pattern of chemical additions to create a useful 

chemical diversity. Reagents that may bo added include any reagents typically used in a 

chemical synthesis including, but not limited to: monomers , catalysts, activators. 

blocking agents, de -blocking agents or polymers. Standard methods of synthesis of 



14 



(47) JP 2004-535916 A 2004.12.2 



wo ojxanw PCT/usw/nwt 

tsopol ymers such as peptide, ouckac acids and carbohydrates may be used. After 
synthesis, the product may be liberated from the surface of Urrrrimtr 6 or other support 
by standard means such a* the use of a ch em ic a lly or pbotofabilc linker. The properties 
of molecules synthesized may be determined by the output of functional assays 

5 performed directly on laminate 6. 

Additionally, many types of chemical essays require «armpi* preparation and 
cleanup prior to chemical analysis. This cleanup can range from relatively simple 
operations such as desalting or complex procedures such as the removal of 
contaminants, impurities, or excess reagents. A common method for sample clean up 

10 and preparation is the use of solid- liquid extraction using an resoluble matrix with 
appropriate chemistry. Types of insoluble matrices may include beads or gels of an 
insoluble material sucb as sephaiose, silica, cellulose, or polymeric rnotricea. The 
insoluble phases may or may not have a surface coating mot may be of hydrophobic, 
hydropmBc, or ionic character depending on the necessary application. Additionally, 

13 the insoluble matrix may be conjugated to or inoorporaie a paramagnetic particle (eg: 
imn oxide). la accordance with one embodiment of the invention, sample clean-up and 
preparation prior to or as part of a chemical reaction or analysis is performed on 
laminate 6. The a pp ropri ate insoluble matrix is added to the sample at one or more 
positions along the surface of laminate 6 in the form of a slurry or suspension. Sample 

20 impurities such as salts or other conuurariants will then selectively bind to the insoluble 
matrix. In various embodiments of roe indention, the ujrpuriti.es can be removed from 
I be sample by allowing the matrix to settle onto laminate 6 while the liquid phase is 
f DterrogBted with spectroscopic or Bpecrrumeiric chemical analysis. Alternatively, the 
insoluble phase is conjugated to a paramagnetic bead thai can then be selectively 

23 removed from the sample with the application of a magnetic field, m another 

embodiment of the invention, the sample of interest selectively binds the insoluble phase 
that Incorporates a paramagnetic particle, while salts or impurities remain in the liquid 
p h ase. The insoluble phase with the adsorbed sample can be immobilized to laminate 6 
with the application of a magnetic field. Trie liquid phase containing salts or 

30 coniBminanu can then be aspirated off of laminate 6 and the sample can be washed with 
on appropriate buffer or chemical. Finally, the sample- can be desorbed from the 
immobilized marrix with the addition of yet another buffer of the appropriate type, 
resorption of the sample from the insoluble matrix may include the addition of a variety 
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of organic solvents or buffer* with appropriate ionic strength, heating 01 cooling ttie 
sample, phorccherajs&y, electrochemistry, or combination* of these methods. 
Envlroomental/Delny Une/Incoballoa Chamber nod Evaporation Control 

In accordance witfi another embodiment of the invention, the droplet may be 

5 transported, ria the moving sttrface/lammaic. through a controlled environment prior to 
analysis, as shown in Kg. t. In various embodiments of the invention, the 
envirocmcnta] chamber 2 roc lodes so enviiOfurjent&TJy controlled delay line 11, in aider 
to allow vtsaoui reactions being performed on the moving surface a given length of lime 
before being assayed. The controlled delay fine 1 1 may include an enclosed pulley 

to system 10, such that the moving surface 2 travels back and forth io (he environmental 
chamber 2. Alternatively, the controlled delay fine 1 1 may include a dram thai rotates, 
such that die moving surface 1 travels around the dram in the eavifonmenta) chamber. 
The advantage of * delay fine 1 1 comprising a pulley system or drum is (hat the delay 
line becomes much more compact than if it were implemented in o linear, elongated 

13 conformation. In various embodiments of the invention, the system require* that the 
drop be held at least in part by surface tension while it hangs For at least some specified 
period of time at various angles, such as beneath the surface or on its side, during the 
time it spends on the pulley or drum, la an altcrnaic embodiment, a puftey system is 
wound such (hat the belt traverses a path (bat is horizontal with the pulleys romtirrg 

20 around a vertical axis and the droplets are suspended on the top or bottom of the belt or 
laminate. In this case, the droplet will tend to slide due to momentum at eacb turn of the 
pulley system. Another embodiment includes moving the surface In a spiral 
configuration, such that the droplets never hang, again momentum becomes an issue, m 
eacb of these embodiments, the parameters of droplet size and the energy of the surface 

25 interaction between the droplet and the- surface of the tape or laminated tape must be 
chosen such that the droplet is not lost due to gravity and/or momentum. The mtsractioa 
ener gy is determined by the material chosen for the surface end the chemical 
components of the droplet. The droplets may be allowed to slide slightly while being 
suspended from the side, but not so much that sliding would cause mixing of two or 

30 more drops, unless such mixing was ttaared. If droplets slide slightly during their 
vertical motion on a drum or pulley system, they will tend to slide an equal amount m 
che opposite direction on the next half rum of the pulley or drum, thus putting them 
approximately bade where they began prior to the first instance of sliding. 

16 
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Due to the propensity of oqoeoui antoodroplcu to evaporate, resulting in 
changes in concentnukn of analytes and its gents, various measures rosy be 
implemented u> hrmt evaporation. At the t a me time, temperature must be controlled foe 
consistcot sod optimal chemical, biochemical or biological reactions. 

5 One means of preventing evaporative lots is to keep those parts of laminate 6 

that contain desired microdroplets in a humidified environment, since drops having fluid 
volumes several microliter* or less evaporate rapid] y when in a tow humidity 
environment The relative tumidity necessary depends on the size of the micrcxfcoplets 
and (he incubation time for the assay, but can be greater than 95%. Humid air may be 

10 actively pumped into • substantially sealed environment surrounding the moving 
surface. A water r ese rvoir may also be pieced inside of the scaled environment. 
Temperature may be controlled by heating cither the air in the sealed environment, the 
moving surface 1 and/or laminate 6 itself; or the water vapor being pumped in. Heat 
may be applied by various means including resistive hearing, infrared right, or 

15 microwave radiation. 

In accordance with one embodiment of the invention, a method to maintain a 
high humidity environment during droplet transport takes advantage of a mechanical 
guide that laterally constrains the belt, as shown in Pig. 8. The heh 94 moves on a 
support block 95 fits in a groove whose depth is approximately three-quarters the belt 

20 thickness. An enclosure 93 consisting of a metal piste with s machined groove fits on 
top enclosing a volume through winch a droplet 91 osi the belt's 94 surface is moved. 
To pie v ent drop evaporation during transport, the enclosed volume needs to he kept at a 
constant and high humidity. The groove through which belt 94 moves is partially filled 
with water 92. As water 92 evaporates, the water vapor fills the enclosure volume to 

25 keep the relative htnrtidjty high and constant. Water 92 can be readily injected at one 
end and transported the length of the groove by the relative friction between belt 94 end 
water 92 and the mechanical action of the transverse grooves on the bottom side of belt 
94. 

Id another embodiment of the invention, the ram of evaporation is reduced by 
30 coating the droplets with a rubsumcc to limit evaporation. For example, by adding 

dodecano! or a similar rnrrfnetant, a hydrophobic barrier is foamed on the outside of the 
drop to pro vent evaporation. 
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In alternative rinbodi merits of the invention, certain reagents thai axe extremely 
hydrophibc may be added to the droplet to limit evaporation. These include pntymnt 
such as polyethylene glycol, gels such as agarose, and small molecules such as glucose 
The design of the laminate may incorporate feature* to limit evaporation. The 
5 laminate may contain recessed areas, divot* or through- holes that reduce the exposed 
surface area of the droplets. Tf the laminate is designed so that the drops do not extend 
past the surface of the laminate, the laminate may be sealed, such as by lamination with 
a water impermeable material, or covered with a hydrophobic liquid such as octane, 
dec arte, dodecanc, mineral oil or silicone oiL The hydrophobic liquid should be chosen 

to such that ft is nrfucjemly non- volatile at (he working temperature and that desired 

molecules in the nucrodtroptedo not partition into it To further limit evaporation of the 
imcrodropiets ax they are being placed on the laminate, the dispensing heads of the 
sample delivery devices such as syringe banks may penetrate narrow slots, botes or 
septa in a humidified o nes , 

LS In various embodiments of the invention, it is advaninseous to control the 

amount of time a reaction is allowed to proceed before the drop is assayed. This can be 
done in four ways. The first is by sampling at different locations in (he incubation 
chamber. The close proximity and regular spacing of the tape loops in the incubation 
chamber permits scanning of the drops at different times by moving the dctoctc i from 

20 loop to loop or by using multiple detectors. 

Secondly, a variable path length delay line may be used to vary the sample 
residence time in the chamber. This can be achieved by moving a bank of pulleys, or by 
the use of festoons or dancers. 

A third method for varying reaction times is by stopping the reactions at various 

25 points in the incubation chamber. For example, a series of eight identical reactions 
could be placed on the moving surface/laminate in order. A stop solution (a solution 
thai stops the reaction from proceeding) can be added to each drop at different locations 
in the chamber, resulting in different times of reaction. Then the drops can be essayed 
as the tape leaves the chamber, and kinetic rate constants can be obtained from the data. 

30 The fourth method is to add a reaction "start" solution to the drops at different 

places in the chamber, such that the drops are reacting at different times end hence 
duration before they are analyzed. 
Analysts 
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The samples need not be transferred to conventional types of chemical vis>s or 
nrotu-wcll plates for roost type* of analysis. Many types of chenocal assays con be 
performed directly on the chemical r ea ction products as they moved via the moving 
surface. Non-destructive spectroscopic methods such as fluorescence, phosphorescence, 

5 fluorescence polarization. Raman, nuclear magnetic resonance (NMR) and absorption 
spectroscopy can be performed on the samples as they ate moved to appropriate 
positions far the assays to be performed. In various emboc&mer.a of me invention, the 
droplet is hurts; from the moving surface while being analyzed, the droplet adhering to 
the moving surface through, si least to pan. surface tension. In a preferred embodiment, 

10 a tpechomctric rmaryw technique, such as mass spectrometry, can be performed by 
removing aliquocs of the sample at specific points via the moving surface. The ohibty 
1o inmtlncmc the sample using the moving surface allows for multiple types of 
spectroscopic and/or speclrometric assays to be performed oo each sample in a 
sequential manner. Multiple designs for delivering a sample from a moving surface to 

15 an analyzer, such as a mass spectrometer, ore possible. These may include, but are not 
limited to. the following approaches. 
Standard Flui&c Systems 

Fig. 9 is a schematic diagram of a valve assembly 107 that removes the sample 
102 to be in te r rogate d from the moving surface 101 by aspiration, in accordance with 

20 one eirrbodinient of the invention. The sample 102 to be imerrogaied is removed from 
moving surface 101 by aspirating it off of the moving surface 101 through a length of 
narrow-bore capillary tubing 104. The sample is men directed to a valve 106. The 
actuation of this valve 106 will deliver the sample to an analyzer 105, such as a mass 
sp e ct rom et er. Initially die sample is aspirated into the valve 1 12 as shown to Fig. 10. 

25 Enough of the sample to fill a length of tubing 1 12 with a defined volume is aspirated. 
Upon actuation of (he valve 122. (his metered amount of the sample is directed through 
a narrow bore capillary 121 to the analyzer 123, such as a mass spectrometer, as shown 
in Kg, 1 1. The sample may be presented to (he analyzer 123 using a variety of standard 
systems, including atmospheric pressure chemical ionization (APC3) or electros pray 

30 ionization (ESI). 

Additional sample preparation steps may be performed while the droplet is in the 
valve. Prior to delivery to the anal>7er the sample can be preserved to a matrix of one or 
mare types of immobilized or insoluble resins, beads, polymers, or particles with or 
without surface coalings for the removal of salts or other contaminants. The removal of 
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contaminants with such a system no occur by the selective adsorption of the 
undesirable contcminants with the snalyic of interest not being adsorbed and presented 
to the mass spectrometer. In ao alternative embodiment of the invention, the sample is 
selectively adsorbed to the matrix under one set of conditions but is desorbed from the 

S matrix under another set of conditions. The cleanup procedure could take place before, 
within, or after the verve assembly. 
Piero-dtcrric dispensing unia 

fig. 12 it a schematic diagram of o picxo-electric unit assembly 135 that 
removes the sample 133 to be interrogated Cram the moving surface 131 by reparation, in 

10 accordance with one embodiment of the invention. If desired, the sample 133 to be 
aspirated can be desalted or purified of conurminantt prior to aspiration into a piezo- 
electric unit 132. which may be positioned by a position arm 134 . Sample 133 to be 
interrogated is then dispensed from ptezo-eiectric unit 132 and analyzed, for example, 
by a mass spectrometer. The piezoelectric system 146 could dispense the sample 143 

15 in a stream of very small droplet* 141, as ahown rn Fig, 13, shrri^fn- to eJcmizaljon thai 
takes place in standard clccttospray ionization mass sp e c tr om etry (ESI-MS). By 
adjusting the ge om etry of the stream of droplets J41. the MS inkl 145 am p a stu re, and 
the flow rate and geometry of the sheath gas enough solvent can be evaporated from the 
micro-drop lets 141 for direct analysis of the resulting ions by mass spectrometry. 

20 In an alternative embodiment of the invention, a piezo-eloctric unit 151 can 

deliver the sample in the form of a s tr e a m of micro-droplets 154 to a surface 152 
proximal to the inlet orifice 153 of the mass spectrometer, as shown in (he piezoelectric 
system 155 depicted in Fig. 14. The resulting atomization thai takes place because of 
the splashing of a droplet after a high-speed collision with a surface is tinslar to that in 

25 ES1-MS. The surface to which sample stream 1 54 is driected could be coated with a 
variety of hydr op hobic or bydrophUic coatings, its position and geometry could be 
optimized and an electric charge can be applied to the surface and the surface can be 
boated to assist in die optimal sample ionization and atomization for delivery to the mass 
spectrometer. The geometry of sample stream 154. inlet 1 53 temperature, and the flow 

30 rate and geometry of the sheath gas can also be optimized. In another embodiment, a 
piczo-electric unit 161 can deliver a sample in the form of a stream of micro-dmplccs 
164 at the point of a sharp pin or needle 1 62 that is rn proximity to the inlet orifice 1653 
of the mass sp c en omctcr, as shown in Kg. 15. Alternatively, the piczo-electric unit J 71 
can deliver a sample in me form of a stream of micro-droplets 164 to a Doe mesh in 
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pro* entity to the inlet orifice 1653 of the matt spectrometer, as shown in Fig. 16. The 
rmcro-drnplcu will further atomize upoo hitting this surface and further disperse into an 
atomizing spray, similar to that in most atmospheric pressure ionization schemes 
current] y used The geometry and shape of (be needle or pin with respect to the MS 

5 inlet orifice cor the sample stream can be optimized to provide the largest amount of 
moraJznrion. The surface of the pin or needle can be coaled with a hydrophobic or 
hydrophilic surface and a voltage can be applied to the pin to optimize the alonuzatioo 
process. Additionally, a gas such as methane or ammonia can be introduced to the 
cumnizarion chamber to perform a c perineal ionization. 

to In another embodiment of the invention, the droplet stream 185 from the piezo- 

electric unit 186 can bo directed through a hole in the center of a parabolic minor 184 
towards the inlet orifice 183 of the mass spectrometer, as shown in Fig. 17. A laser 
beam from a laser 1 81 is directed at and reflected from the mirror 182 so that the light 
beam isoollinear with the droplet beam. Laser 181 wavelength is chosen far optimal. 

15 absorption by the solvent to cause evaporation, and a long injunction length between 
drop stream 185 and the laser beam allows the ubc of a low power laser 181. 
Optimization of the laser power, wavelength and characteristics of pezo-efceaic droplet 
dispensing can allow for a comp lete evaporation of lolvcni from the droplets 185. 
Sample ionization may be achieved by applying an electrical potential to the gold plated 

20 parabolic mirror 1&4 through which the droplets 185 are fired. Ahernairvely, an 
atmospheric pressure chemical ionization scheme can be used to ionize samples. 
Rapid Htaxing 

Rg. 18 is a schematic diagram of a system 194 for rapidly heating samples on a 
moving surface 192 bo as to cause axonUzatton, in accordance with one embodiment of 

25 the invention. A sample is atomized and directed at the inlet orifice 191 of an analyzer 
by rapidly heating a small amount of the sample in an enclosed volume 193 with a 
narrow channel from which it can be released. The scruple reservoir 193 may either be 
incorporated directly into the belt itself, or the samples could be transferred from the belt 
into reservoirs on a separate instrument. The geometry and structure of the exit channel 

30 from the cample reserv o i r 193 can be designed such that upon rapid heating of the 
reservoir the natural expansion of the sample cause it to be ejected from the reservoir 
through the orifice in the form of an atomized spray. Tliis spray is analogous to ESI -MS 
and can be directed at the inlet orifice of the mass spectrometer. The geometry and 
shape of the reservoir 193 and exit channel with respect to the MS inlet orifice 191 . the 
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mass spectrometer inlet temperature, end the How rate and character of the sheath ess 
can be optimized to provide the largest amount of atomtzation. Saiapte ionization can 
be accomplished by chemical ionization by mcreajdng the partial pressure of a gas such 
as methane or ammonia near the atomized sample and by mtroinring the gas and 

S sample to a corona discharge needle. This approach is similar to that osed in 
atjnc sp hcric pressure chemical ionization (APQ-MS) schemes. 

The heating of the reservoir can be accomplished either thermoclectricalry or by 
focusing o laser beam inside the sample within the reservoir. 
Pnaunndc or Explosive Fare* 

10 Rg. 19 is o schematic diagram of a system 2006 for forribJy ejecting a sample 

from a moving surface 2005, to accordance with croc embodiment of the invention. A 
sample is placed within a reservoir 2002 with the appropriate geometry such that if 
forceful ry ejected from res er v oir 2002 die sample will atomize into a fine spray, (f 
desired, the sample can be ejecte d from the reservoir through a narrow change! to 

IS increase the amount of sample dun is atomized. Reservoirs 2002 may either be built 
directly into moving surface 2005 or samples can be transferred from moving surface 
2005 to a separate instrument containing reservoirs 2002. Reservoir 2002 is positioned 
with a geometry such that when the sample is ejected from reservoir 2002 it Is atomized 
and directed at the analyzer, for example, at me inlet orifice 2004 of the mass 

20 spectrometer. Reservoir 2002 may be shaped such that the atomization process is 

optimized. The sample may either be ejected with Che use of a small explosive charge or 
by a pneumatic piston 2001 that actuates and applies pressure on the bottom of reservoir 
2002. The geometry and shape of reservoir 2002 and exit channel with respect to the 
MS inlet orifice, mass spectrometer inlet 200<t t empera ture, and the flow rate and 

25 character of the sheath gas may be optimized to provide the desired amount of sample 
atomization and M5 signal. Ionization of the sample may be performed by the use of as 
ionization gas such as methane or ammonia and a corona discharge needle 2003 similar 
to APC3-MS. 
Vibration 

30 Fig. 20 is a schematic diagram of a system 2106 for rapidly vibrating samples on 

a moving surface 2101 so as to cause atorrbzftuon, in accordance with one embodiment 
of the invention. A liquid sample 2104 deposited on a thin surface 2101 is atomized by 
rapid vibration of that surface 2101. The surface 2101 onto which the sample is 
deposited may be a thin firm, such as the moving surface Itself; or alternatively, the 
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sunplo can be transferred to o suitable surface such as a (bin film *iih a surface coating, 
■ narrow flexible strip, or the point of a pm or needle. The rapid vibration of the sample 
2104 way be performed hy focusing a pubed laser onto the surface near the sample 
2104. or onto the backside of the surface onto which the sample has been deposited. 

S Aheruati vcly, acoustic systems using ultrasonic waves or a rapid mechanical system can 
he used to generaie vibration. The sample may also bo made to vibrate by using an 
alternating current 2201 to cause a probe 2203 onto which the sample 2204 has been 
deposited to move rapidly back and forth, as shown in fig. 21 . hi this embodiment, the 
vibrating device 2206 is similar to the probe of an atomic force microscope (AFM). 

to where the sample is deposited onto the tip of a probe similar to thai of an AFM and 
rapid vibration of the probe results is atDftrfzation of thai sample. In accordance with 
various embodiments of the invention, the surface onto which (he sample is deposited 
can be made h ydxuphi tic or hydrophobic, and the lempcrntnrc of (he surface and mass 
spectrometer inlet 2103. 2202 and the geometry and flow rate of the sheath gas can be 

13 optimized to provide the best sample atorrrixatian. Additionally, a voltage may be 

applied to the surface onto which the sample is deposited to assist in the formation of an 
appropriate spray for mass spectrometer in terf a cin g. If desired, ionization of the sample 
can be per f ormed by the use of a chemical ionization gas such as methane or ammonia 
and a corona discharge needle 2102, 2205 similar to APQ-MS. 

20 High Throughput Screening Software Architecture 

In accordance with one embodiment of the invention, the high throughput 
processing system architecture may be conceptually divided into two basic functional 
layers organized as a hierarchical relationship b et w ee n subordinate task orientated 

23 components and a supervisory component which manages the coordination of the 
subordinate tasks, as shown in Fig. 22. tn Fig. 22, relationships between the system 
architecture elements are shown with lines indicating the flow of data between elements. 
Each component represents an independently running thread of execution or an entirely 
separate process, which may run on separate processors where desired. This is an 

30 important characteristic thar is emphasized in order to highlight the flexibility and 
reliability of the system. For ox ample, the system allows the selective application of 
real -time processing computing platforms where they arc required without burdening 
other system elements thai do not have real-time requirements with the added 
complexity and costs associated with real-time processing 



23 



(56) 3P 2004-535916 A 2004.12.2 



WO0243TT64 KT/USU/llttl 

The srehitectvre mixuHigci die functional capabilities and flexibility of the high 
throughput system by Allowing swift and smooth integration of new <k reconfigured 
electro-mechanical configurations to the system while si the same time ensuring that 
overall tbe system is not globally effected by the changes iu rob-system designs. 
5 Additionally, the architecture enhances system reliability by condensing the various 
system aspects into independent islands of functionality that may monitor and report 
their own progress to a supervisory layer 2501 . Supervisory Layer 2501 can then 
coordinate the overall system operation based on the state of the lower layers without 
being burdened with unnecessary information. Each layer may be conceptually reduced 
JO to a finite state machine with we] ) -defined stales and Irene lion* thus achieving the 
robust and deterministic behavior required. This segregation also improves system 
reliability by ensuring that errors occurring in low level sub-systems do not corrupt the 
entire throughput process. Supervisory layer 2501 can observe such failures and various 
corrective actions initiated or in tbe most extreme cases, operation may be gracefully 
IS shutdown while appropriate slants reports are generated for the human operators. 

System components may include a conveyer belt 2502, sample 2511. substrate 
2S03 and reagent 2504 dispensing stations, a microoter plate handling system 2505, an 
analyzer interface 2506. an analyzer control system 2509, a database of sample 
jnibrmalion 2505, a droplet tracking system 2509, a supervisor system 2501, and a user 
20 interface 2S 10. Examples of each of these components follow. 

The conveyor belt 2502 may include a narrow and long regularly cogged timing 
belt, a system of pulleys and tensioning elements, a stepper motor for actaation, and a 
rotary encoder for feedback. Tbe belt is commanded to maintain a constant velocity 
during system operation. The encoder Is attached to an idler pulley and provides motion 
25 state feedback of the belt Using dris encoder the velocity of the belt am be accurately 
recorded, bell failures or stalls detected, and individual drop positions within the system 
may be tracked. Tbe rotary encoder tracking belt motion serves as the primary source of 
rynchroniration for the various subsystems making up the throughput processing 
system. Since there is a fixed distance measured along the length of the belt between any 
30 two actively controlled system elements that perform an operation on a given drop, tbe 
belt encoder provides the most accurate and dependable method for triggering such 
operations and in pre fer red embodiments of the invention serves as the primary method 
of system synchronization. 
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A sample library dispensing station 25] 1 may include a multi-axii positioning 
system actuated by micro clrppcf motors outfitted wilb high-resolution linear encoders 
to ensure accurate positioning of each axis. The dispensing station 251 1 moves an may 
of micro-syringe* to me microti ter plate holding the sample to be analyzed, withdraws a 

5 volume of sample using on array of micro-syringes and finally dispenses the drops, onto 
the surface of the moving bell The sample dispensing station 25 11 is required to keep 
pace with the desired drop throughput rate by retrieving samples from particular wells of 
tho microtilor ptaic sample end placing them onto the conveyor belt. 

The substrate 2503 and reagent 2504 dispensing stations may include a 

10 micro- valve(s) for dispensing those fluids and a drop censing system. These stations 
wait for a sample drop lo arrive, which may be directly sensed using an optical, 
capacitive or magnetic-baaed sensor whereupon the valve is actuated, adding substrate or 
reactant to the sample drop. The presence of particular drops placed by the sample 
dispensing station are thus verified and missing drops are reported. In one embodiment 

IS of the invention, a substrate-dispensing valve ia placed at the beginning of the beh, 

which will dispense drops at regularly spaced intervals as triggered by the beh encoder. 
'Ibis ens ares that the drops will be accurately spaced on the belt, which is crucial to 
proper system operation. 

The micro titer plate handling system 2505 may include a plate retrieval and 

20 smelting robotic system which presents pin tea of samples to be screened to the 

dispensing station and removes the plates when no longer needed. Such a system may be 
software controlled. Additionally, if the plates are equipped with bar codes a bar code 
scanner may be integrated into the plate handler and used to automate plate 
identification. 

25 The analyser Interface system 2507 may include a drop sensor and a multi-port 

fluidic valve that introduces samples to the analyzer. The drop sensor detects the 
presence of the drop ahead of the input tubing to die multi-port valve. After the drop 
has been moved by the beh under the tubing orifice, the valve is actuated by a signal 
from the ccmputex and the drop is drawn into the tube by negative pressure. A second 

30 signal from the Computer actuates the valve to inject the sampled drop into the input of 
the analyzer. 

The analyzer control system 2507 may include a routine that manages all 
communications between cue throughput system and the analyzer as well as the 
configuration of the analyzer at run time. This task involves configuring the analyzer 
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appropriately given the sample drops being fed loco ii and controlling bow data is 
ge n e rate d and recorded by die device. Configuration changes may include changing (be 
sensitivity of the device, or creating a series of data files recording the results of the 
scons fox example* 

5 A database 2508 of sample information may be created fox each screening 

process in which screening data pertaining to uniquely identified drops is recorded for 
analysis. Examples of information likely to be recorded include chemical information 
about the compounds in the library, substrate and react ants added, and analyzer results. 
In various embodimenta of the invention, the supervisory task 2501 receives 

10 high-lave] commands from the operator interface and manages the automated screening 
process. The supervisory task 2501 may control the execution of the olher system tasks, 
ouch as the belt task 2502, or the dispensing control casks 251 1, 2503, and 2504, by 
being responsible far the starting and stopping of these tasks, and querying them for 
information about rbeir current state. Each sub task may have a finite number of possible 

15 execution states, which may be regulated by the supervisor task. A simple table may be 
maiotamed by the superviKu task 2501 thm describes the entire state of the high 
throughput processing, which may be updated by querying die various sub tasks at aornc 
regular interval. Each sub-task managed by the supervisor maintain* a data structure 
ac ce ssi b le in some woy by the supervisor task 2501. which will serve as the source of 

20 the information for the supervisor task's global state table. The contents of the gtobaj 
state table mam mined by the supervisor task 2501 in torn dictate what controlling 
actions should be initiated by it After querying each sub task for an update on their 
respective state data, the supervisor task 250) examines the new information and 
initiates a reflexive response action if so dictated by the new mfonnalion. "Pox example, 

25 after querying the sub tasks the belt task's state indicates that the belt has became stuck 
for some reason. This condition would be discovered by the belt encoder failing to 
increment, a condition which would be noted by the belt task and the beh task state 
updated appropriately. This fatal error condition would initiate a preprogrammed 
response by the supervisor task 2501, which would then effect a controlled but 

30 immediate shut down of the screening process and an alarm message generated for user 
interface 2510. 

Accurate identification and droplet tracking of a particular sample droplet as it 
passes through the system can be advantageously incorporated into the high throughput 
processing system. The droplet tracking system 2509 may include a run time database 
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that maintains & daia-stracture updated at a regular and constant rate which tracks the 
position of all drop* as they pass through the system. Based on this tracking, information 
about particular drops can be forwarded to, end may ad as a trigger for, other system 
elements that perform some operation on particular drops when they arrive at particular 

5 positions along the belt For ^Trp^-, the drop tracker may be responsible for triggering 
the reagent dispensing task to expect a certain drop and to perform its 
sensing/verification of the drop as well as adding the reagent to that drop. 

Fig. 23 is a flowchart drawing an example or bow a droplet can be track ed . In 
accordance with one emrxxhment of the Invention. At system start up. the operator 

10 provides data on the microliter plates containing the samples to be analyzed during the 
screening, step 2401 . In various embodiments, each plate has a unique id end the woDs 
on each plate have a inriquc address. For example, the number 3445-7-8 would umquely 
identify a drop from the well at the 7* row, g** column of plate 3445. The microliter 
plate may be filled with a bar code sticker and a bar code reader could be in te gra t e d into 

15 the throughput system to automate the process of identifying individual plates. 

The microti ter plate handling subsystem is then commanded to retrieve and 
present to the sample dispensing station a particular plate 2402. Once this is 
accomplished, the dispensing station is commanded to retrieve and place on the belt a 
particular row of samples from the plate, step 2403, and the exact position of the drop on 

20 the belt is recorded, as repotted by a position sensor, which may be a rotary encoder, 
step 2404. In this manner, a fiduciary position for each droplet on the belt is obtained, 
which maybe saved to randorn-accew memory. Particular droplets are then tracked 
using drop sensors as they pass through the system, step 2405. The drop sensors axe 
located at known positions relative to the position sensor. Positions of particular 

25 droplets detected by the drop sensotts)cnn thus be verified against the requisite distance 
traveled by each droplet as determined by the position sensor, step 2406. If the sensor 
fails to register an expected droplet the failure is recorded by the supervisory' layer and 
the droplet is app r op riately marked in the dam tracking system. Drop sensors may be 
located at substrate and reactant stations, for example. Additionally, this sensing and 

30 recording process may be repeated at the analyzer interface as well. A similar drop- 
sensing device may also verify the existence of a particular and uniquely identified drop 
ns it is fed to the analyzer. Taken together, the belt position sensor (rotary encoder), and 
the three drop sensors provide a redundant drop tracking and verification system. Data 
retrieved from the analyzer may then be correlated with the drop tracking data recorded 
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by the throughput subsystem by recording the belt position of each drops introduction 
into the analyzer via the analyzer interface. 

Additionally, reactants with known analyzer properties may bo inserted ot "known 
location* in each microliter piste to aid in trucking and do-hugging of error* thai may 
occur during the assay process. For example, in screening for rahibirors, some wells in 
(he microliter plates wilt cither contain no inhibitors (e.g buffer only) or a known 
inhibitor of the enzyrae<s) under study. Measurement of these known cases will servo lo 
detect errors in the fl iridic handling or drop tracking sub-system. 

In accordance with one embodiment of the invention, the oxer interface 251 0 
may be a graphical interface presented to an operator on a standard deskt o p that U 
naming a windows based operating system. Alternatively, the user interface 2510 may 
he a command tine based system The interface 2510 may allow configuration of a 

screeninG process which, in some case*, may last op to 10 hours or more. In order to 
accomplish this (he interface 2510 must allow a oscx/epcrato r to enter into the system 
various types of data, including, but not limited to: how many microliter plates to 
retrieve and process; which rows of samples to retrieve from the plate and input to the 

screening system; names for the data fi]e<s) that arc to be generated; and configuration 

settings for the analyzer, which may include specifying a per sample or per plate 

granularity. 

In an alternative embodiment, the disclosed method may be implemented as 8 
computer program product for use with a co m p ute r system. Such implementation may 
include a series of computer instructions fixed either on a tangible medium, such as a 
computer readable media (e.g.. a diskette, CD-ROM, ROM, or fixed disk) or 
transnritiBble to a computer system, via a modem or other interface device, snob as a 
communications adapter connected to a network over a medium. Medium may be either 
a tangible medium (eg-, optical or analog communications lines) or a medium 
implemented with wireless techniques (e.g.. microwave, mfrared or other transmission 
techniques). The series of computer bwtructioris embodies all or part of the 
functionality previously described herein with respect to the syslem. Those skilled in the 
sit should appreciate that such computer instructions can be written in a number of 
programming languages for use with many computer architectures or operating systems. 
Furthermore, such instructions may be stored in any memory device, such as 
semiconductor, magnetic, optical or other memory devices, tmd maybe transmitted 
using any communication* technology, soch as optical, mfrared, microwave, or other 
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transmission technologic*. It ii expected thai such a computer program product may be 
distributed as a removable media with accompanying printed or electronic 
documentation {eg., shrink wrapped software), preloaded with a computer system (e.g., 
on system ROM or fixed disk), or distributed from a server or electronic bulletin board 

5 over the network (eg., the Internet or World Wide Web). 

Although various exemplary embodimeats of the invention have been disclosed, 
it should be apparent to those skilled in the an that various changes and modifications 
can be made which will achieve scane of the advantages of (he mveruion without 
departing from the true scope of the invention. These and other obvious modifications 

10 aro Intended to be covered by the appended cluinti- 
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What is claimed is: 

1. A method for high throughput processing of t plurality of droplet*, the method 
comprising: 

3 a) dispensing the plurality of droplets onto a substantia] ly imperforated surface; and 

b) moving the surface through a delay fine such that each droplet hangs from the 
surface for at least a specified minimum period of time, the droplet adhering to the 
surface by virtue, at least in part, of surface attraction. 

to 2. A method according to claim 1. whereio die step of dispensing droplets includes 
limiting each droplet to a specified volume smaller than one microliter. 

3. A method according to claim I, wherein dispensing each droplet onto the surface 
includes dispensing each droplet while the surface is moving. 

15 

4. A method according to claim 1 . wherein moving the surface through a delay fine 
includes moving the surface via a pulley system. 

5. A method according to claim J . wherein moving the surface through a delay line 
20 includes moving the surface around a drum. 

6. A method according to claim 1 , wherein moving the surface through die delay line 
includes hanging each droplet beneath the surface. 

25 7. A method according to claim 1, wherein moving the surface through the delay fine 
includes exposing each droplet to a controlled environment. 

8. A method according to claim 1, further comprising a step of analyzing a 
characteristic of each droplet. 

30 

9. A method of high throughput processing of a plurality of droplets, the method 
comprising: 

a) dispensing each droplet onto a moving surface: and 

b) tracking each droplet* position. 
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10. A method according to claim 9, wherein the moving surface moves continuously. 

J I. A method according to claim 9, wherein the moving surface moves m a 
dii continuous start/stop action. 

12. A method a c c o r d ing to claim 9, wherein dispensing the droplet onto the moving 
surface includes: 

a) providing one or more microtiter plates to a microti ter plate handling tystem: 

b) providing dais thai identifies each rnJcrotiier plaic* position to the microtiter 
plate handling system: 

c) commanding the microtiter plate handling system to retrieve a particular 
microtiter p l a t e ; and 

d) presenting a particular plate far dispensing. 

13. A method according to claim 9. wherein tracking each droplets position includes 
measuring and recording each droplet'*, position on the moving surface using a position 
sensor, such thai each droplet is associated with a fiducial position on the moving 
surface. 

14. A method according to claim 13 wherein the position sensor is a rotary encoder. 

15. A method according to claim 13. wherein the steps of measuring and recording 
occur at substantially the tame time each droplet is dispensed onto the moving surface. 

16. A method according to claim 1 3, wherein recording each droplets position includes 
saving each droplet t position in random- access memory. 

17. A method according to claim 13. wherein tracking each droplets position includes: 

a) detecting each droplet using a drop sensor, the drop sensor at a known position 
relative to the position sensor, and 

b) verifying that the known position corresponds to each droplets position based on 
the fiducial position and position information obtained from the position sensor 
at each droplets time of detection. 
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18. A method according to claim 17. wherein the drop sensor is teemed id an interface to 
an analyzer. 

S 19. A method according to claim 17. wherein the drop sensor is located at a substrate 
station. 
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20. A method according to claim 17. wherein the drop sensor is located at a reactanl 
station. 

21. A method according to claim 17. further comprising: 

a) recording a failure if the known position does not correspond to each droplet 1 
position based on the CduciaJ position and position infoanation obtained from 
Che position scusui at time of detection. 

22. A method according to claim 9. wherein tracking each droplet V position includes 
using a drop tensor to detect each droplet. 
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23. A method according to claim 1 3, further comprising: 

a) dispensing a particular droplet with known analytical properties onto the moving 
surface; and - 

h) verifying position and identity of the particular droplet, wherein verifying 
includes: 

1) analyzing the particular droplet at a known position relative to the fiducial 

position so as to obtain analyzed pr o per t i es, 
ii) comparing the particular droplets analyzed properties with the particular 

droplet^ known analytical prope rt ies, 
in) comparing die known position against the particular droplet* position as 

derived from the position se n sor. 

24. A method according to claim 9 farther comprising subjecting each droplet to a 
controlled environment. 
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25. A method according to claim 24. wherein subjecting each droplet to a controlled 
environment include* hanging each droplet Crura the moving surface faral least some 
period of time, each droplet adhering to the moving surface through, at (east in port, 
surface attraction. 

5 

26. A method according to claim 24. further comprising transporting each droplet, via 
the moving surface, through an environmentally controlled delay line. 

27. A method according to claim 9. further comprisin g performing at least one operation 
10 cm each droplet from the group of operations consisting of mixing, diluting. 

concentrating, filtering, and analysing. 

28. A method according to claim 27, wherein analyzing includes performing at least one 
operation from the group of operations consisting of optical interrogation and mass 

15 spectrometry. 

29. A method according to claim 28, wherein optical interrogation includes at least one 
of fluorescence spect rom etry. Raman spectroscopy and UV absorption. 

20 30. A method according to claim 27. wherein analyzing the content of each droplet 
includes: 

a) asprraring each droplet into a dispensing unit; and 

b) presenting each droplet for analysis via the dispensing unit 

25 31 . A method according to clahn 30, wherein presenting each droplet for analysis 
includes: 

a) presenting each droplet to a mass spectrometer, and 

b) detetrmrang o characteristic of each droplet by means of moss spectrometry. 

30 32. A method according to claim 27, wherein analyzing a characteristic of each droplet 
includes: 

a) heating each droplet so as to form an atomized spray: and 

b) dctcmiining a characteristic each droplet by mean* of mass spectrometry. 

53 
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33. A method according to claim 27, wherein analysing a characteristic erf each drop) el 
iosrodes: 

a) applying a pneumatic force to each droplet so as to form on atomized spray, and 

b) determining n characteristic of each droplet by means of mass spectrometry. 

5 

34. A method according to claim 27. wherein analyzing a characteristic of each droplet 
includes: 

a) applying an explosive force to each droplet so as to form an atomized spray; asd 

b) determining a characteristic of each droplet by means of mass spectrometry. 

to 

35. A method according u> claim 27. wh ere i n analyzing a characteristic of each droplet 
inrhxHts i 

a) vibrating each droplet so as to cause alcrmizniion; and 

b) determining a characteristic of each droplet by means of mass spectrometry. 

JJ 

36. A method according to claim 35, wherein vibrating the droplet includes focusing a 
pulsed laser onto the surface in a proximity of each droplet. 

37. A method according to claim 35, wherein vibrating each droplet includes focusing a 
20 pulsed laser onto the backside of the surface onto winch each droplet has been 

deposited. 

3S. A method according to claim 35. wherein vibrating each droplet includes utilizing 
acoustic waves. 

23 

39. A method according to claim 35, wherein vibrating each droplet includes 
mechanically vibrating the surface. 

40. A method according to claim 35, further comprising applying a voltage to the 

30 surface onto which each droplet is deposited hi assist in the formation of atomized spray. 

41. A method according to claim 9, further comprising spooling a laminate onto the 
moving surface prior to dispensing each droplet onto the moving surface. 
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42. A method according to claim 41. further comprising spooling the InrmpittP off of the 
moving surface after performing at least one operation on each droplet. 

43. A method according to claim 41. further composing customizing at least one surface 
property of the laminate from the group of surface properties consisting of cleanliness, 
bjoeompatibihry, surface energy, binding affinity . porosity, chemical interaction, 
chemical addition, sample information encoding, and tracking. 

44. A method according to claim 9, wherein the step of dispensing includes limiting 
each droplet to a specified volume smaller than one microliter. 

45. A method of high throughput processing of a plurality of droplets, the method 
comprising; 

a) banging each droplet Croon a dispenser, 

b) bringing each droplet into momentary contact with a moving surface having a 
probe, such that each droplet is deposited onto the probe through surface 
attraction; 

c) applying an alternating current to l he probe so as to cause the probe to vibrate 
such that each droplet is atomized; and 

d) analyzing a characteristic of each droplet 

46. A method of high throughput processing of a plurality of droplets, the method 
comprising; 

a) dispensing each droplet into an enclosed volume, the enclosed volume having an 
exit channel, the enclosed volume incorporated into a moving conveyer; 

b) h&ating each droplet in the enclosed volume such thai the expansion of the 
droplet causes it to be ejected through the exit channel in the form of an 
atomized spray; and 

c) analyzing a characteristic of the atomized spray by means of mass spectrometry. 

47. A method for high throughput processing of a phrrab'ty of droplets, the method 
co m p risi ng; 

a) spooling a laminate onto a moving surface; 

b) dispensing each droplet onto the laminate; and 
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c) performing on each droplet m tenst one operation from the group of operations 
consisting of mixing, diluting, concentration, heating, cooling humidifying, 
filtering, and analyzing. 

9 48. A method according to claim 47 wherein the step of spool log includes depositing the 
laminate onto a conveyor bell. 

49. A method according to claim 48. further comprising spooling the laminate off the 
moving surface. 

10 

20. A method according to claim 49, further comprising 

a) cleaning the laminate; and 

b) repeating the steps of spooling the laminate onto the moving surface, dispensing, 
performing on each droplet at least one operation, and spooling the laminate off 

15 the moving surface. 

5 1. A method according to claim 49, further comprising disposing the laminate 

52. A method according to claim 47. further comprising customizing at fcast one surface 
20 property of the laminate from (he group of surface properties consisting of cleanl'mess, 

biocompaiibility, surface energy, binding affinity, porosity, chemical interaction, 
chemical addition, sample rn formation encoding, and tracking. 

53. A method according to claim 47, wherein the laminate is magnetic and U»e droplet 
25 includes magnetized particles. 

54. A method according to claim 47, further comprising subjecting each droplet to a 
controlled environment 

so 55. A method according to claim 54, wherein subjecting the at least one droplet to a 
controlled environment includes hanging the droplet from the laminate for at least a 
specified minimum period of time, the droplet adhering to the laminate through, at least 
in part, surface tension. 
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56. A method according to chrim 54. further comprising transporting the droplet on the 
laminate, by virtue of motion of the movable surface, through an environmentally 
controlled delay I ma prior to performing the at least one opererfoo on each droplet. 

5 57. A method according to claim 47, whereto the moving surface moves continuous) y. 

58. A method according to claim 47, wherein the moving surface moves in a 
discornimioaj start/stop aakm. 

to 59. A method according to claim 47, wherein analyzing includes performing at least one 
operation from the group of operations consisting of optical mtzxrogntion and mass 
spectrometry. 

60. A method according to claim 59, wherein the step of analyzing includes applying at 
IS least one of fluorescence spectrometry, Raman spectroscopy and UV absorption. 

61. A method according to claim 59. wherein analyzing includes hanging each droplet 
from the laminate for at least some period of lime, the droplet adhering to the laminate 
through, at least in part, surface tension. 

62. A method according to claim 47, farther comprising tracking each droplet on the 
movrag surface. 

63. A method according to dnim 62, wherein tracking each droplet includes using at 
25 least one sensor from the group of sensors consisting of a position sensor and a drop 

sensor. 

64. A system for high throughput processing of a plurality of droplets, the system 
comprising: 

30 a) a movable surface that is substantially imjxjrforalocU 

b) a dispenser for dispensing each droplet onto the surface; and 

c) a delay line for moving the surface such that the each droplet hangs from the 
surface far at least s specified minimum period of time, the droplet adhering to 
the surface by virtue , at least in pan, of surface attraction. 
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65. A system according 10 claim 64. wherein each {tropica hm o volume smaller then one 
microliter. 

S 66. A system according to claim 64, wherein the movable, surface moves continuously. 

■67. A system according to claim 64, wherein the movable surface moves oi a 
discontinuous start/stop action. 

to 68. A system according tD claim 64, wherein the delay line includes o pulley rystem 
such that the surface moves back and form in a confined area. 

69. A system according to claim 64, wherein the delay line memoes a dram that rotates, 
such that the surface travels around the drum in o confined area. 

15 

70. A system according to claim 64, wherein the delay tine includes an environmental 
chamber, for subjecting the droplet dispensed on the turf ace to a controlled 
environment. 

20 7 L. A system according to claim 64. wherein the surface has at least one customized 
surface property from the group of surface properties consisting of cleanliness, 
biocompatibility. surface energy, binding affinity, porosity, chemical interaction, 
chemical addition, sample information encoding, and tracking. 

25 72. a system according to claim 64, further including an analyzer, for analyzing a 
characteristic of each droplet. 

73. A system according to claim 72. wherein the analyzer is u mass spectrometer. 

» 74. A system according to claim 64, wherein the moving surface is a conveyor bclL 

75. A system according to claim 64 . further comprising a laminate mat is spooled onto 
the moving surface, such that the droplet u dispensed onto the laminate, 
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76. A system of high throughput processing of a plurality of droplets, the system 
comprising; 

a) 6 moving surface; 

b) a dispenser for dispensing each droplet onto the moving surface: and 
3 c) a trocking system for tracking each droplet' i position. 

77. A system according to claim 76. wherein the moving surface moves continuously. 

78. A system according to claim 76. wherein the moving surface moves in a 
10 discontinuous whit/ scop motion. 

79. A system according tn claim 76, further including a microti ter plate handling system 
far receiving data identifying at least one mtcotiter plam, retrieving a particular 
microliter plate based on o received command, and presenting the particular plate for 

IS dispensing. 

80. A system according to claim 76. wherein the tracking system includes a recorder, fox 
measuring and recording information pertaining to each droplet/ s position on die 
moving surface 

20 

81. A system according to claim 80, wherein the recorder includes random-scccss 
memory. 

82. A system according to claim 76, wherein the tracking system includes a position 
25 sensor for associating each droplet with a fiducial position on the moving surface. 

83. A system according to claim 82, wherein the position censor la a rotary encoder. 

84. A system according to claim 62, wherein the tracking system includes, at least one 
30 drop sensor. 

85. A system according to claim 84. wherein the at least one drop sensor is positioned at 
a known position such that upon the at least one drop sensor detecting each droplet, the 
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known position can be veriBcd against each droplet "» fiducial position find position 
information obtained from the position sensor si each droplet* » Time of detection. 

86. A system according to claim 85. wherein ths at least one drop sensor b located el an 
5 interface to en analyzer. 

87. A system according to claim 85, wherein the at leas one drop sensor is located at a 
substrate station. 

10 88. A system according to claim 85, wherein the at least one drop sensor is located at a 
leacmu station. 

69. A system according to claim 76, wherein the tracking system includes at least one 
drop sensor. 

15 

90. A system according to claim 76, further including an environmental chamber, for 
subjecting the droplet dispensed on the surface to a controlled environment. 

91. A system according to claim 90, wherein the environmental chamber includes a 
30 delay tine. 

92. A system according to claim 91, wherein the delay line includes a pulley system 
such that the moving surface moves back and forth in a confined area. 

25 93. A system according to claim 9 1 , wherein the delay line includes a drum that rotates, 
such that the moving surface travels around toe drum in a confined area. 

94. A system according to claim 86, further including an analyzer for determining a 
characteristic of enoh droplet. 

30 

95. A system according to chum 94, further comprising an aspirator far aspirating each 
droplet into the dispensing unit, whereupon each droplet is presented to the analyzer via 
the dispensing unit. 
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96. A system according to claim 94, wherein the analyzer is a mass spectrometer. 

97. A system according to claim 96, further i Deluding a means for rapidly hearing each 
droplet so as to form as ionized spray. 

5 

93. A system according to claim 96. further including a laser for rapidly heating each 
droplet so as to form an ionized spray. 

99. A system according to claim 96. further including a means for applying a pneumatic 
10 force to each droplet so as to form an atomized spray. 

] 00. A system according to claim 96, further including a piston for applying a 
pneumatic force to each droplet so as to form an atomized spray. 

13 301. A system according to claim 96, further including a means for applying an 
explosive force to each droplet to as to form an atomized spray. 

102. A fysTcon according to claim 96, farther including a means for vjbraring each 
droplet so as to form an atomized spray. 

20 

1 03. A system according to claim 96, further including a poked laser for focusing 
onto the surface in a proximity of the droplet so as to vibrate the droplet and cause 
ulomiza&ou. 

25 104. A system according o> claim 96, further including a probe for vibrating the 

droplet co as to cause atonuzotion, the probe moving rapidly back and forth in response 
to an alternating current 

*03. A system according to claim 94, wherein the analyzer includes means for an 
30 optical analyzer. 

1 06. A system according to claim 76. wherein the moving surface is a conveyor belt. 

107. A system according to claim 76, wherein the moving surface is a fiber. 

41 



4 



(74) 



DP 2004-535916 A 2004.12.2 



wo tumsroj 



PCT/U502/UM1 



10 



15 



20 



Z5 



108. A system according to cbriro 76, wherein the moving surface is a timing belt 

109. A system according to claim 76. wherein the moving surface is imperforated. 

1 10. A system according to claim 76, further comp ris ing a laminate which is spooled 
onto the moving surface, such that each droplet is dispensed onto (ho laminate. 

111. A system according to chum 76, wherein the huxrinate has at least one 
customized surface property from the group of surface properties consisting of 
cleanliness, bkioompotibitity. surface energy, binding affinity, porosity, chemical 
interaction, chemical addition, sample infonnntion encoding, end tracking. 

] 12. A system according to claim 76, wherein ooch droplet has a volume smaller than 
one microliter. 

113. A system for high throughput processing of a plurality of droplets, the system 
comprising: 

a) a moving surface; 

t>) a laminate spooled to the moving surface; 

c) a dispenser, for dispensing each droplet onto the laminate; and 

d) a means for performing on each droplet at least one operation from the group of 
operations consisting of raising, diluting, concentrating, heating, cooling, 
humidifying, filtering, and analyzing. 

314. A system according to claim 1 1 3 further including a fust spool for spooling the 
laminate onto the moving surface. 

115. A system according to claim 114 further rnchiding a second spool for spooling 
the laminate off of the moving surface. 

} 16. A system according to claim 113. wherein the means for performing includes an 
cnvironmcrrtaJ chamber, for subjecting each droplet dispensed on the laminate to a 
controlled, environment. 
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117. A system according to chrim 1 1 6. wherein the environmental chamber includes a 
deUy line 

11 8. A system according to claim 1 17. wherein the controlled delay line includes on 
enclosed pulley system, such that the fanmale travels back and forth in the 
environmental chamber. 

119. A system according to claim 1 17* wherein the delay li ne includes a drum that 
to rates, such that the laminate travels around the dram in the environmental chamber. 

120. A system according to claim 113. wherein the laminate has at least one 
customized surface property from the group of surface propert i es consisting of 
cleanliness, bkxwmpatibility. surface energy, binding affinity, porosity, chemical 
interaction. ehenticaJ addition, sample mtbnnaUan encoding, nod tracking 

121- A system according to claim 1 13. wbereio the laminate is magnetized. 

122. A system according to claim 113, wherein the moving surface is a conveyor belt. 

123. A system according to claim 1 13 , wherein the moving surface is a ti ming beh. 

124. A system according to claim 1 13. farther including a drop sensor for detecting 
each droplet 

i 25 A system according to claim 113* wherein the moving surface moves 
continuously. 

126. A system according to claim 1 13, wherein the moving surface moves in a 
discontinuous start/stop motion. 

127. A system according to claim 1 13. wherein the laminate is on perforated. 
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128. A system noennftng to claim 1 13, wherein the rocnai far performing includes a 
mass spectrometer. 

1 29. A method for high through pin processing of a plurality of droplets, the method 
3 comprising: 

a) dispensing the plurality of droplets onto a substantially imperforated surface; and 

b) tnovrng the surface through a delay line such thai each droplet hangs from the 
surface for a] least a period of time, wherein die force acting to counter gravity b 
ptedamfnastly non-shearing. 

to 

130. A system for high throughput processing of a plurality of droplets, the system 
comprising: 

a) a movable surface thai is substantially imperforated; 

b) a dispenser for dispensing each droplet onto the surface; and 

15 c) a delay line such that each droplet hangs from the surface for o period of time, 

wherein (he force acting to counter gravity is predominantly n on -shearing. 
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